3
Carbapenems are considered the "last resort" antibiotics due to their broad 20 spectrum of antimicrobial activity and resistance to hydrolysis by extended-spectrum β- carbapenemases have been reported that include KPC, NmcA/IMI, SME, GES, FPH,
27
FTU, BIC and SFC, with the KPC-type being the most clinically relevant (2, 6, 9, 13, 14).
28
In 1996, the first reported clinical isolate producing KPC-2 from K. the exception of the carbapenems, which were a generous gift from Dr. Robert Bonomo
49
(VA Medical Center, Cleveland, OH).
50
The KPC-6 producing strain exhibited high-level resistance to all penicillins 51 tested (Table 1) , with MICs ranging from 512 to 16384 µg/ml (64-to 2048-fold above The steady-state kinetic parameters for KPC-6 are presented in Table 2 . For 89 eight of the 17 substrates used in the kinetic studies, saturation could not be reached.
90
As a result, the values for the catalytic efficiency (k cat /K m ) of the enzyme against these 91 substrates were evaluated, while only the lower limits for the k cat and K m values could be 92 determined.
93
The KPC-6 β-lactamase hydrolyzed penicillins, narrow-spectrum cephalosporins close agreement (within two-fold) of those for KPC-2 and KPC-3.
109
The dissociation constants for the β-lactamase inhibitors clavulanic acid,
110
sulbactam and tazobactam were determined using the Dixon method (Table 2 ) (4). Nitrocefin, as a reporter substrate, was used at a concentration of 50 and 100 μM.
112
Consistent with the MIC data, the β-lactamase inhibitors had low affinity for KPC-6, with 113 dissociation constants for clavulanic acid, sulbactam and tazobactam of 75 ± 8 µM, 600
114
± 100 µM and 290 ± 30 µM, respectively. In comparison, higher affinity for the β- 
